CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: 83-009

ADMINISTRATIVE
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mlOfoI\DUl\/I . DEPARTMENT OF HEALTH, EDUCATION, AND WELFAR!

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

TO : Paul A, Bryah, M.D., BD-100 DATE: August 14, 1973

FROM i Jack L, Meyer, BD-69
Through: ~Marvin Seife, M.D., BD-69

SUBJECT: Request clarification on acceptance of the following preparations
as abbreviated new drug applications:

Orascne 10 Prednisone Tablets 10 mg.
Orasone 20 Prednisone Tablets 20 mg. -
- Meprobamate Tablets 600 mg.

(recormended dose - 1300 mg./day)

If affirmative, suggest a FEDERAL REGISTER mnotice.

Attachment: Rowell file card for Orasone




PUBLIC HEALTH SERVICE

M‘E l-pf* f@ R ANDUM . DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
e v o

FROM

SUBJECT:

FOOD AND DRUG ADMINISTRATION

Deputy Regional Food and Drug Director DATE: July 25, 1972
MIN-D1
Rowell Laboratories
Baudette, MN

Kenneth L. Bartlett,‘lnspector

BD twx 7/14/72
re: ANDA 83-009 Orasone and ANDA 83-0ll Proctocort and Dermacort

1. A copy of the subject TWX is att#ched. It asks for MIN-DO evaluation
of Rowell's ability to comply with GMP regulations re approval of the subject
ANDA'S. ’

2, Inspectors Mackey, Schafer, Ruona, and I are all familiar with Rowell's
operation. It is the concensus of opinion that their equipment, facilities
and controls are essentially in compliance with GMP regulations, and they
have a positive attitude toward GMP requirements.

3. Our most recent EI was in December 1971, Some di-crepanéicl were noted
but there seemed to be no gross violation of GMP's. Copies of the FD 481,
48la, FD 2275, and the Summary of Findings and History from that EI are at-
tached. :

4. T see no reason to withhold approval of ANDA's,

/3/

Kenneth L. Bartlett,
Inspector '

7~

+

b///;o Office of Scientific Evaluation BD-105 Attention: Stanley Stringer

In reply to your 7-14-72 IWX, we have attached background information
on our recent inspections and contacts with Rowell Laboratories. It is
the Districts opinion that Rowell is operating in essential compliance
with the current GMP's and we recemmend approval of the ANDA's.

[S/

Jaufes ‘A, Davis
Supervisory Inspector




~ October 19, 1973

-«
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MEMORANDUM OF CONVERSATION

3

Between: Paul A. Bryan, M.D.
< Deputy Director for Medical Activities
Office of Scientific Evaluation
Bureau of Drugs : :

AND

Herbert Gerstenzang
Consumer Safety Officer
DESI Staff, Office of the Assistant
to the Director for Regula ory Affairs
Bureau of Drugs '

Subject: Prednisone Tablets -- DESi 7750

I 1nformed Dr. Bryan that DESI 7750 pertaining to pred-
nisone tahleta and nther glucorticeigd drugs 2id not makes
any reference to the dosage potencies of these products.
Therefore, there is no need to amend the DESI announce-
ment of Octoter 21, 1970, in order to be able to accept

ANDAs for 10 mg. and 20 mg. tablets of prednlsone.

Dr. Bryan agreed.

5 i AR /ﬁb.i -
& ' ' Herbert Gerstenzang

cc: -; E B .. "'N

~ Prepared by: GERSTENZANG, BD-68, x33650, 10/19/73:jth
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vl FROM: _ ‘ gerry miliar — bd-£0 1

: ' OIVISION

TO: stan stringer : bd-105

SUBJECT L : . .
S need for regulatory action regarding Rowell

SUMMARY .

“ Rowell Labcratories, Inc
Baudstte, Minnesota 56623

ks marketing Orasone (prednisone) tablets in strenaths of
1mg 5mg 10 mg and 20 mg.

. the 10 & 20 mg tablets of this drug were not included & in the
- FR announcement of 106/21/730; and in order
' a pre-concdition of marketing would be for an approved DA
! covering taiese potencies.

There is no such approved [DA; ana Rowell has only
submitted an abbraviated /DA to these preparztion.

Cou]d you get in touch with the ! 11nneapo1is
r‘ SP'I

Sistr 1ct
T vin b o B o Do e i ke e -
thom to take aupluurldLE rd(UldLO”” 2Ctio

iiote: also tried to market susar-potency
tablet(as per vy its preparation wes
seizec by tne Cinncinati District.

FYI: the aoproprwate material perta1n1nn to the
procuct is enclosed

i
i

SIGNATURE DOCUMENT NUMBER
RSN a¥a¥e:
(SIS LRV VY]

W PR RCRE S50

FD FORM 2034 (2,72}
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ROUTDHE UICLAS
FOA/BUREAS OF DRUGS/OSE/BD-105

JAY 13, 1972
X

STANLEY A. STRINGER §43-4320

FOOD AMD DRUG ADMINISTRATION MFG: RONELL LASORATORIES

MINNEAPOLIS DISTRICY — MIN-DS@ BAUDETTE, MINNESOTA

AFE 20-333
RE: mmAsom (PREINISOIE) 1.0,
5.0, 10.0, & 20.0MG TASLETS
] 11 PROCOCORT & DERMACORD CHYDROCORTISGNE CREAM) 1%

THE DESI PROJVECT OFFICE IS PRESERTLY CONSIDERING Tril SL3JECT AZSREVIATED
NEX DRUG APPLICATIONS. THESE PRUDUCTS ARE MANUFACTURED AND PACUAGED

" ROWELL LASBORATORIES.

AS YOU ARE AMARE In THE ANDA THE FIRM CERTIFIES THAT MANUFACTURING,
PACKAGING AND TESTING IS DONE IN COMFORMITY WITH &P (SEE 130.%F) OF
THE HEW DRUG REGULATICNS REFERENCE ANDAS, PUBLISHED IH THE FEDERAL

REGISTER G APRIL 24, 1570).

PREDNISONE 10 AND 20MG TASLETS ARE PROVIDED FOR IN ANDA 83-009. THESE
APPEAR TO REQUIRE A FULL NDA. PLEASE DETERMINE IF THESE ARE BEING

MARKETED.

AN EVALUATION OF THE FIRM'S PRESENT COMPLIANCE STATUS UHDER GMP AND
ITS ABILITY YO COMPLY WITH ANDA AND COMPENDIUM COMMITMENTS. IF AN
IISPECTION IS INDICATED, PLEASE INSPECT AND REPORT RESULTS.




PAGE 2

IN YCUR REPLY PLEASE INDICATE SHETHER GR NOT THE ANDA CAN BE APPROVED
BASED UPON THE FIRM'S COMPLIANCE WITH . A RECOMENDATION TO WITHHIOLD
APPROVAL SHOULD BE BASED UPON CRITICAL OR SIGHNIFICANT DEVIATIONS FROM
QP WHICH SHGULD BE LISTED. |

WE WHRD APPRECIATE A REPLY BY TW FOLLOMED 8Y EIR On MEIC.

DATA CONTROL CODE: BD-105-05%

_STIMATED TIME: 24 HOURS OR AS MNEETED

REPLY REQUESTED SY: AUGUST 28, 1972

CHARGE TO: 8D-109

CONTACT OFFICER: GERRY MILLAR, PMONE 391-843-3630
EMDORSE PEPORT TO: ED-195

CLEAPANCE OFFICER: STAMLEY A. STRINGER

OFFICE OF SCIENTIFIC EVALUATION
PHONE 301-8%43-4320

MIN-D50
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE . ::,;,,“:”,o"d {
ALTH SER get Bure . 57, '
B L L& PROTEC TION AND ENVIRONMENTAL HEALTH SERVICE 5 au No. §7-R0003 i
EOOD AND DRUG ADMINISTRATION FDA COPY 1
WASHINGTON, D.C. 20208

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE Can
r B A AT otk D autations, § 150.6 ) APBREVIATED

Vie
ROWELL LABORATORIES, INC. NEW._DRUG APPLICATION

¥3- 002

Name of applicant

Baudette, Minnesota 56623

Address
Date April 14, 1972‘

ORASONE Prednisone Tablets

Name of new drug

[ ] Original application (regulation §130.4). ARBREVIATED NDA.....XXX
] Amendment to original, unapproved application (regulation §130.7).

(] Supplement to an approved application (regulation §130.9). '
[} Amendment to supplement to an approved application. .

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food,
Drug, and Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for
“the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is
part of this application; and if the article is a prescription drug, it is understood that any labeling which
furnishes or ‘purports - to furnish information for use or which prescribes, recommends, or suggests a dosage for
use of the drug will contain the same information for its use, in’luding indications, effects, dosages; routes
methods, ‘and frequency and duration of administration, any relevant warnings, hazards, contraindications, sidé
effects, and precautions, as that contained in the labeling whichis part of this application in accord with §1.106(b)
(21 CFR 1.106(b)). It is understood that all representations in this application apply to the drug produced until
an approved-supplement to- the application provides for a change or the change is made in conformance with other
provisions of $130.9 of the new-drug regulations.

Attached hereto, submitted in the form described in §130.4(e) of the new-drug regulations, and constituting
a part of this application are the following:

1. Table ‘of contents.  The table of conteats should ii. Toxicology.and pathology: Acute toxicity studies;

specify the volume number and the page number in which
the complete and detailed item is located and the volume
number and the page number in which the summary of that
item is located (if any).

2. Summary. A summary demonstrating. that the applica-
tion is well-organized, adequately tabulated, statistically
analyzed (where appropriate), ‘and coherent and . that it
presents a sound basis for the approval requested.  The
surmary should include the following information: " (In
lieu of the outline described below and the evaluation
described in Item 3, an expanded summary and evaluation
as outlined in §130.4(d) of the new-drug regulations may
be submitted to facilitate the review of this application.)

a. - Chémistry. :

i. Chemical  structural. formula or description for:any
new-drug substance.

ii. Relationship to other chemically or pharmacologi-
cally related drugs.

position.

b.. Scientific rationale and putpose the drug is to

¢~ Reference number of the investigational
tice(s) under which this drug was investigated a
notice, new-drug application, or master file of
contents are being incorporated by reference t
this application.

d. Pre¢linical studiés. (Presernt all findings
all - adverse - experiences which may be - interpikred ,as
incidental or not drug-related. - Refer to date an ﬁ%
aumber of the investigational drug notice(s) or the v q?
and page number of this application whete complete da
and reports appear.)

i.. Pharmacology ' (pharmacodynamics, endocrinology,
metabolism, erc.).
FD FORM 356H (3/69)

support

cluding

iii. Description  of dosage form and quantitative cg cﬁ‘m
o 1

p\??x 3 ministration

subacute and chronic toxicity ‘studies; reproduction and
teratology studies; miscellaneous studies.

Cg. Ciinical studies. (All macerial should refer specifi-
cally ‘to  each ¢ligical investigator and to the volume and
page: number in: the application and any documents in-
corporated by reference where the complete data and re-
ports may bé found.)

i. Special studies not described elsewhere.

ii. Dose-range studies.

iii.. Conwolled clinical studies.

iv. Other clinical studies (for example, unconuolled or
incompletely controlled studies).

v. Clinical laboratoty studies related to effectiveness.

vi. Clinical laboratory studies related to safety.

wii. Summary of literature and unpublished reports avail-
able to the applicant. :

3. Evaluation of safety and effectiveness. ~a. Sum-
ize separately the favorable and unfavorable evidence
aim in the package labeling. Include references
e and page number in the application and in
i incorporated by reference where the com-
plete data;and ryports may be found.

b. In2tade Qbulation of all side effects or adverse
exﬁg"ﬁce{:‘b‘y ake, sex, and dosage formulation, whether
% 3‘€cnsi to be significant, showing whether ad+

hie drug was stopped: and showing the
nfe with a reference to the volume and
the application and any documents. in-
corporat 7 Aeference where the complete data and re-
potts §a§ ound. Indicate those side effects or adverse
A Ux 180 considered to be druge-related.
= pies of the label and all other labeling to be used
" for_the drug (a total of 12 copies if in final priated form,
4 copies if in"draft form):

investigator
page numb,

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED,




a. Each label, or other labeling, should be cleatly
identified to show its position on, ot the manaer in which
it accompanies, the market package.

b.- If the drug is to be offered over thecounter, labeling‘

on or within the ‘retail package should include adequate
directions for use by the layman under all the conditions
for which the drug is intended for lay use or is to be
prescribed, recommended, ot suggested in any labeling or
advertising sponsored by or on behalf of the applicaut
and directed to the layman.  If the drug is intended or
offered for uses under the professional supervision of a
practitioner licensed by law to administer it, the applica-
tion should also contain labeling that ificludes adequate
information for all such uses, including all the purposes
for which the over-thescountef drug is to be advertised to,
ot represented for use by, physicians.

. If the drug is limited in its labeling to use under
the professional supervision of a practitioner licensed by
law to administer ir, its labeling should bear information
for use under which such practitioners can usé the drug
for the purposes for which it is intended, including all
the purposes’ for which it is to be advertised or repre=
sented, in accord with §1.106(b) (21 CFR 1.106(b)). - The
application should- include  any labeling for the drug
intended to be made available to the layman.

d. If no ‘established name exists 'for a sew-drug sub=
stance, the application shall propose a .nonproprietary
name for use as the established name for the substance.

e. Typewritten or other draft labeling copy tmay be sub=
mitted for preliminary consideration of an application. "An
application  will not ordinarily be approved priot to the
submission of the final printed label and labeling of the
drug.

/.© No application may be approved if the labeling'is

false or misleading in any particular:
(When ‘mailing pieces, any other labeling, or advertising
copy are devised for promotion of the new drug, samples
shall be submitred at the time of initial dissemination of
such labeling and at the time of initial placement of any
such advertising for a prescription drug (see §130.13 of
the new-drug regulations). - Approval of a supplemental
new-drug application is required prior to use of any pro-
motional claims not covered by the approved application.)

5. A statement as to whether the drug is (ot is not)
limited  in. its labeling and by this application to_use
under the professional supérvision of a practitioner
licensed by law to administer it.

5. A full list of the articles used as components of
the drug.. This list should include all substances used
in the synthesis, extraction, or other method of preparation
of any new-drug substance, and in the preparation of the
finished dosage form, regardless of whether they undergo
chemical change or are removed in the process. Each
substance should be identified by its established name,
if any, ot complete chemical name, using - structural
formulas when necessary for specific identification. If
any proptietary preparation is used as a component, ‘the
proprietary name should be followed by a complete quan-
titative statement of composition. Reasonable alternatives
for any listed substance may be specified.

7. A tull statement ‘of the composition of the drug.
The statement shall set forth the nameé and amount of
each  ingredient, whether active or not, contained in a
stated quantity of the drug in the form in which it is to be
distributed: (for example, amount per tablet or per mil-
liliter) and a batch formula representative of that to be
employed for the manufacture of the finished dosage form.
All components should be included in the batch formula
regardless of whether they appear in the finished product.
Any  calctlated excess of an ingredient. over the label
declaration  should be designated as ‘such and percent

2eascnable variations may bde specified:

[

8. A full description of the methods used in, and the
facilities and controls used for, the manufacture, process:
ing, and packing of the drug. Included In this Hgscnpnon

‘'should be full information with respect to any naw-drug

tubstance and to the new-drug dosage form, as follows, \
in sufficient detail to permit evaluation of the adequacy
of the described methods of manufacture, processing, and
packing and -the described  facilities and controls  to
determine  and “preserve the identity, strength, quality,
and purity of the drug:

a4 A description of the physical facilities including
building and equipment used in manofacturing, processing,
packaging, labeling, storag®, and control operations.

b, A description of (= gualifications, including educa=
tional background and experience, of the technical and
professional personne! who are responsible for assuring
that the drug bas the safety, identity, strength, quality,
and purity it purports ot is tepresented to possess, and a
statement of their responsibilities.

e, The methods used in  the synthesis, _exuaction,
isolation, or purification of any newsdrug substance. Wheny
the specifications and controls applied to such substance
are inadequate in themselves to determine its ideatity,
strength, quality, and purity, the methods - should be
described in sufficient detail, including quantities used,
times, temperatures, pH, solvents, etc., to determine
these characteristics. ~Alternative methods. or variations
in methods within reasonable limits that do not affect
such characteristics of the substance may be specified.

4. Precautions to assure proper; identity, strength,
quality, and pusity of the raw materials, whether actuve ot
not, includiag’ the specifications for acceptance and
methods of testing for each lot of raw material.

¢, Whethe: ot not each lot of raw materials is given a
serial number to ideatify  it, and the use made - of such
dumbers in subsequent plant operations.

/. 1t the applicant does. not himself perform all the
manufacturing, processing, packaging, labeling, and con-
trol opetations for any Lsw-drug substance or the new~drug
dosage form, his statement identifying ‘each perscn who
will perform any pait of such operations and designating
the part; and a signed statemest from each such person
fully - describing, directly or by reference, the methods,
facilities, and controls in his part of the operation.

g. Method of preparation of the master formula records
and. individual batch records and manner in which these
tecords are used.

b, The instructions used in the manufacturing, process-
ing, packaging, and labeling of each dosage form of the
few drug, including any special precautions observed in
the operatiocns.

i. Adequate information with respect to' the character-
istics of and the test methods employed for the container!

closure, or othet component parts of the drug package to -

assute their suitability for the intended use.

j. Number of individuals checking weight or volume of
esch individual ingredient entering into each batch of the
drug.

L Whether or not the total weight or volume of each
batch “is determined at any stage of the manufacturing
process subsequent <o making up a batch according to the
formula card 'and, if so, a1 what stage and by whom it is
done.

I Precautions to check the actual package yield pro-
duced from. a batch of the drug with the theoretical yield.
This should include a-description of the accounting for

sueh items as discards, breakage, etc., and the :riteria
ased  in accepting. or rejecting batches of drugs in th
event of an unexplained dis¢repancy,

m. Precautions to assure that. each lot of the drug is

packaged with the preper label and labeling, iccluding
orovisions for labeling storage and inventory cofntidi,

L




n. The analytical controls used during the various
stages of the manufacturing, processing, packaging, and
labeling of the drug, including a detailed description of
the collection of samples and the analytical procedures to
which they are subjected. ~ The analytical procedures
should be capable ‘of determining the active components
within ' a reasonable degree of acciracy and of assuring
the identity of such components. If the article is one that
is represented to be sterile, the same. informaiion with
tegard- to- the manufacturing, processing, packagirg, and
the collection of samples of the drug should be given for
sterility -controls. . Include the standards used for sc-
ceptance -of each lot of the finished drug.

o. An explanation - of the exact significance of the
batch control numbers used in the ‘manufacturing, process-
ing, packaging, and’ labeling of the ‘drug, including “the
control numbers that appear on the label of the finished
article.  State whether these numbers enable determina~
tion of the complete manufacturing history- of the product.
Describe any methods used to permit determination of th
distribution of any batch if its recall is required. '

b. - A complete description of, and data derived from,
studies of the stability of the drug, including information
showing the suitability of the analytical' methods used.
Describe any - additional stability studies underway or
contemplated. - Stability data should be submitted for any
new=drug substance, for the finished dosage. form of the
drug in the container in which it is to be marketed; in-
cluding any proposed multiple-dose container, and if it'is
to be put into solution at the time of dispensing, for the
solution prepared as directed. State the expiration date(s)
that will be used on the label to preserve the identity,
strength, quality, and purity of the drug uatil it is used.
(If no expiration date is proposed,  the applicant must
justify its absence.)

9. Additional procedures employed which are designed

to ‘prevent contamination and otherwise assire proper
control of the product,
(An application may be refused. unless it includes
adequate “information showing that the methods used in,
and the facilities and controls ased for, the manufacturing,
processing, and packaging of the drug are ‘adequate’ to
preserve its identity, strength, quality, and purity in con-
formity ‘with. good manufacturing - practice and identifies
each -establishment, showing the location of the plant
conducting these operations.)

9. Samples. of the drug and articles used as compo-
aents, as follows: a. The following samples shall be sub-
mitted with the application or as soon thereafter as they
become ~available. = Each sample shall consist of four
identical, separately packaged  subdivisions, each con-
taining at least three times the amount required ‘to per-
form the laboratory test procedures described in the ap-
plication ‘to determine compliance with its’ control speci~
fications for identity and assays:

i. . A representative sample or samples of the finished
dosage form(s) proposed in the application and employed
in the clinical investigations and a tepresentative sample
or samples  of ‘each new«drug substance, as defined in
§130.1(g), from the batch(es) employed. in the production
of such dosage form(s). .

I, A ‘representative sample Or samples of finished
market packages of each dosage form of the drug prepared
for initial marketing and, if any such sample is not froma
commercialsscale production batch, such a sample. from a
representative commercialsscale production batch; and a
representative sample or samples of each new~drug’ sub-
stance as defined in §130.1(g), from the batch(es) em=
ploved in the production of such dosage form(s).

iti,. A sample or samples of any reference standard and
blank used in the procedures described in the ‘application
for assaying ‘each new-drug substance and other assayed

components of the finished drug: Provided, bowever, That
samples of reference standards recognized in the official
U.S. Pharmacopeia or The National Formulary need not
be submitted unless requested. » .

b "Additional samples shall be submitted on request.

¢, Each of the samples submitted shall be appropri~
ately packaged and labeled to preserve its characteristics,
to identify the material and the quantity in each sub-
division of the sample, and to identify each subdivision
with the name of the applicant and the new~drug applica«
tion to which it relates.

d. There shall be included a full list of the samples
submitted pursuant to Item 9a; a statement of the addi-
tional samples that ‘will be submitted as soon as avajl-
able; and, with respect to each sample submirtted, full
information with respect to its identity, the origin of any
new-drug ‘substance contained therein {including in the
case of new=drug substances, a statement whether it was
produced on alaboratory, pilotsplant, or full-production
scale) and detailed results of all laboratory tests made to
determine - the identity, -strength, quality, and purity of
the batch tepresented by the sample, including assays.
Include for any reference standard a complete description
of its preparation and the results of all laboratory tests
on it. If the test methods used differed from those de-
scribed - in the " application, full details: of the methods
employed in obtaining the reported results shall be sub-
mitted.

e.. The requirements of Item 9a may be waived in
whole or in part on tequést of the applicant or otherwise
when any such samples are not necessary.

/- If samples of the drug are sent under separate
cover, they should be addressed to the attention. of the
Bureau of Medicine and idontified on the outside of the
shipping carton with the name of the applicant and the
name of the drug as shown on the application.

10. Full reports of preclinical investigations thar have
been made to show whethe: or not the drug Is safe for use
and effective in use. a., An application may be refused
unless it contains full repores of adequate preclinical
tests by all methods teasonably applicukle to a determina-
tion of ‘the safety and effectiveness of the drug under the
conditions - of ‘use suggested in the proposed  labeling.

b. Detailed reports of the preclinical investigations,
including ‘all ‘studies made on laBoratory animals, the
methods used, and the results obtained, should be clearly
set forth.” ‘Such information should include identification
of the person who conducted each investigation, a state-
ment of  where the investigations were conducted, and
where the underlying data are available fer inspection.
The animal studies may not be considered adequate unless
they give proper attention tc the conditions of use recom-
mended in the proposed labe'ing for the drug such as, for
example, whether the drug is for short= or long=term ad-
ministration or whether it is to be used in infants, chil~
dren, pregnant women, or women of child-bearing potential.

¢. Detailed reports of  any pertinent microbiological
and in vitro studies.

d. Summarize and provide a list of literature refer-
eaces (if ‘available) to all other preclinical information
known to the applicant, whether published ot unpublished,
that “is. pertinent to an evaluation of the safety or effec-
tiveness of the drug.

11. List of investigators. - a. A cotiplete list of all
investigators  supplied with  the drug including the name
and post office address: of each investigator and, following
each  name, the volume and page references to the in-
vestigator’s report(s) in this application and in any docu-
ments incorporated by reference, or the explanation of the
omission of any reports.

b. The 'unexplained omission of any reports of in=-
vestigations made with the new drug by the applicant, or




submitted. to him by an investigator, of the unexplained
omission  of ~any pertinent reports of investigations or
clinical ‘experience received or otherwise obtained by the
applicant from - published ' literature - or ' other sources,
whether or not it ‘would bias an evaluation of the safety
of the drug or its effectiveness in use, may constitute
grounds  for the refusal or withdrawal of the approval of
an application.

12. Full reports of clinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. An application may be refused
unless ‘it contains full reports of adequate tests by all
methods reasonably applicable to show whether or not the
drug is safe and effective for use as suggested in the
labeling.

b. An application may be refused unless it includes
substantial ‘evidence - consisting of adequate and well-
controlled ' investigations, including clinical investiga-
tions, by experts qualified by scientific ‘training and ex-

perienice” to evaluate the effectiveness of the drug in-

volved, on the basis of which it could fairly and respon-
sibly be concluded by such experts that the drug will have
the effect it purports or is represented to bave under the
conditions of use-prescribed, recommended, or suggested
in the proposed labeling.

c.. Reports of all clinical tests sponsored by the ap-
plicant ‘or received or otherwise obtained by the applicant
should be atrached. These reports should include ade-
quate  information concerning each - subject treated with
the drug: or employed as a control, including’ age, sex,
conditions  treated, dosage, frequency of administration
of the drug; results of all relevant clinical observations
and laboratory examinations made, full information cone
cerning ‘any other treatment given previously or concur-
rently, and a full statement of advetse effects and useful
results observed, together with an opinion as to whether
such effects or results are attributable to the drug under
investigation and a statement of where the underlying
data are availablefor inspection. Ordinarily, the reports
of clinical  studies  will not. be tegarded ‘as adequate
unless they include reports from more than  one inde<
pendent; ‘competent investigator who maintains adequate
case” histories of ‘an adequate number of subjects, de-
signed to record observations ‘and permit evaluation of
any and all discernible effects atrributable to the drug in
each individual treated and comparable records on any
individuals employed as controls. An application for a
combination’ drug may be refused unless there is sub=
stantial “evidence that each ingredient designated as
active. makes ‘a ‘contribution to ‘the total effect claimed
for the drug combination: Except when the disease for
which the drug is being gested occurs with such infre-

quency in the United States as to make ‘testing im=
practical, some of the investigations should be performed
by competent investigators within the United Staces.

d.. Attach 'as a ‘separate section a corpleted ‘Form

FD~1639,. Drug Experience Report (obtainable, with in- -

structions, on request from the Food and Drug Administra-
tion, Department of Health, Education, and Welfare, Wash-
ington, D.C. :20204), for each adverse experience or, if
feasible, for each subject of patient experiencing one or
more adverse effects, described in Item 12¢; whether or
not full information is available., Form FD-1639 should
be prepared by the ‘applicant if the adverse experience
was not reported: in such form by the investigator. The
Drug Experience Report should be crosseteferenced to
any parrative description included in Item 12¢c.

e, 'All information pertinent to an evaluation of tha
safety and effectiveness of the drug received or otherwise
obtained by the applicant from any - source, including
information = derived ' from  other investigations or com-

merical marketing (for example, outside the United States), -
or reports in the scientific literature, involvisg the drug

that is the subject of the application and related drugs.
An adequate summary may be acceptable in lieu of a
reprint - of a. published report which only ‘supports other
data submitted. . Reprints are not ‘required of reports in
designated ' journals, listed in §130.38 of the new~drug
regulations, ~about related ‘drugs; a- bibliography will
suffice. ' Include any evaluation of the safers or effac-
tiveness of the drug that has been made by the applicant’s
medical department, expert committee, of consulzants,

/. If the drug is a combination of previously investi-
gated or marketed drugs, an adequate summary. of pre-
existing information’ from preclinical and ¢!inizal investi~

gation and experience with its components, iecluding all

reports- received ot otherwise obtained by the applicant
suggesting ‘side ‘effects, contraindications, aad ineffec-
tiveness in use of such components. Such sum=mary should
include an adequate bibliography of publicazions about
the components and may: incorporate by referesce informa-

tion' concerning  such components previously submied

by the applicant to the Food and Drug Administagion.

g The complete composition and/or method of manu-
facture of the new dfug used in each submirted report of
investigation should be shown to the extent pecessary to
establish its’identity, strength, quality, and purity if it
differs from the description in Item 6, 7, ¢t § of the ap-
plication.

13. If this is a supplemental application, fzll informas
tion on each proposed change concerning anv statemen?
made in'the approved application.

Observe the provisions of §130.9 of the new-drug ' regula-
tions concerning supplemental applications.

f

% Rowell Laboratories, Inc.

plicant)

cor such aut

S pe (Resiansitle offit )
S P e B LT oo
AF-7 Vice President, Research
S (Indicate awhority)

# application must be signed by the applicant ot by an authorized attorney, agent, ot official. If the applicany
Mrized representative does not reside or have & place of business within the United States, the application must

also furnish'the name and post office address of and must be countersigned by an authorized attorney, agent, or official resid-

ing or maintaining a place of business within the United States.
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